Summary. In rats injected with depo-medroxyprogesterone acetate (depo-MPA) at either 10.00 or 22.00 hours on the last day of dioestrus, the anticipated ovulation was blocked; injection at 10.00 hours on the day of pro-oestrus did not block ovulation. When ovulation was blocked, there followed a dioestrous period which lasted, on average, 72\ m=. \ 3\ m=+-\ 1\ m=. \ 9 days. Following the prolonged dioestrus, the lengths of the initial cycles were irregular. In most cases, mating did not occur during the first oestrous period. When mating eventually occurred, it was fertile yielding normal offspring. In principle, the results are similar to those obtained for women injected with depo-MPA to effect contraception.
INTRODUCTION
In the rat, a single injection of medroxyprogesterone acetate (MPA) in oil, administered between 09.00 and 12.00 hours on the last day of dioestrus, blocked the ovulation anticipated some 40 hr later (Banik & Herr, 1969; Banik, Haltrecht & Herr, 1970) . In the present study, the short and longterm effects of a single injection of depo-MPA (in an aqueous suspension) were investigated. Answers were sought to the following questions: (1) hours, the rats were killed. The oviducts were then excised and flushed with 0-9% NaCl solution to determine whether ovulation had occurred and, if so, whether the eggs were fertilized. On Day 1, all the fifteen rats used had an L smear which persisted for 60 to · Dickmann 87 days, with a mean of 72-3+ 1-9 days. After the prolonged dioestrous period, mating occurred at the first (two rats), second (seven rats), third (one rat), fourth (four rats) and fifth (one rat) oestrous periods. The lengths of the cycles after the prolonged dioestrus varied (see Table 2 ) and, in most cases, was not 5 days-the predominant cycle length before treatment. The length of the gestation period (22 to 23 days) and the litter size (10-3 + 0-7 young) were within normal range. The sex ratio of the newborn was 1:1. The young of both sexes grew up to become normal adults capable of reproducing.
DISCUSSION
The results of Exp. 1 confirmed the findings of Banik & Herr (1969) and Banik et al. (1970) , showing that injecting MPA at 10.00 hours on the last day of dioestrus blocked the anticipated ovulation. It is assumed that the ovulatory block resulted from interference with LH activity. Labhsetwar (1966) Normally, the surge of LH release occurs between 14.00 and 16.00 hours (the 'critical time') on the day of pro-oestrus, and injecting barbiturates at, or slightly before, 14.00 hours blocks the release of LH (Everett & Sawyer, 1950) . Apparently these agents work very rapidly. On the other hand, MPA took much longer to block LH: when injected 4 hr before the onset of the 'critical time' (i.e. at 10.00 hours), a block was not achieved. The reasons for the absence of an effect could be that (1) MPA is slow to reach the target organ, (2) once at the target organ, it may take considerable time to precipitate the block, and (3) the specific area where the block occurs may be different in MPA-treated as compared with barbiturate-treated rats.
Depo-MPA has been used as a long-term contraceptive by injecting patients intramuscularly with 150 to 1000 mg MPA once every 3 to 6 months (Tyler, 1968; Zanartu, 1968; Soichet, 1969) . The presumed mode of action is blockage of ovulation. In women so treated, fertility is usually re-established 6 to 18 months after the last injection. Babies born to treated mothers appeared normal (Zanartu, 1968) . In principle, the present study showed similar results for the rat: a single injection of MPA blocked cyclicity for a relatively long period of time; when cycles recurred, their lengths were frequently irregular and the first cycle in most cases was infertile ; the offspring of treated mothers showed no abnormalities.
